W e present the 6-month anatomic, histological, and immunohistochemical (IHC) images of a diffuse and aggressive type of in-stent restenosis of a popliteal artery of a patient homozygous for the D (deletion) allele of the ACE gene (Figures 1, 2, and 3) .
A detailed description of the histological changes of the arterial wall with time after coronary stenting in humans was published recently. 1 These findings have confirmed that the ultrasound-detected "neointima" observed Ͼ1 month after implantation is composed primarily of smooth muscle cells (SMCs) and a proteoglycan-rich matrix. In the first weeks after stenting, the metallic struts associate with inflammatory cells, local thrombus formation, and "dedifferentiated" ␣-actinnegative spindle-shaped cells. Later, multinucleated giant cells and ␣-actin-positive spindle-shaped cells are observed in a more differentiated fibrocellular lesion. 1,2 ACE increases up to 100-fold during the transformation of monocytes to macrophages, and most of the dedifferentiated SMCs (␣-actin-negative cells) stain for ACE. 3 However, ACE activity is thought to be limited only to the first 2 months of the reparative process that follows postballoon injury.
Our samples reproduce the histological findings reported in 2 previous studies, 1,2 but in contrast to the results of Ohishi et al 3 obtained from postballoon restenotic samples, IHC staining for ACE was seen even 6 months after stent implantation. In fact, the spindle-shaped cells observed in the most external part of the restenotic plaque (close to the wire) stained for ACE in our sample ( Figure 3A) .
The data presented suggest that the transition of the stent-induced inflammatory process, rich in ACE-positive cells, into a fibrocellular lesion composed of differentiated SMCs is not a time-determined sequence. Rather, it might be an ongoing process, evolving from peripheral areas (close to the wire) to central areas and ultimately leading to progressive lumen occlusion in patients with enhanced ACE activity. This is consistent with clinical studies that advocate a role of ACE in restenosis of coronary stents. 4 
